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DECLARATION UNDER 37 CVJL § 1.132 

Sir. 

I, Jay A Goldstein, hereby declare that 

1. lama co-inventor of the above-identified application. T have been a licensed 
physician since July 1973. I began my medical career as an Emergency Physician, and practiced 
this specialty for "four years. In September of 1977,1 started training in Dermatology, and 
became a folly trained Board Certified Dermatologist in November of 1980. My CV is attached, 

2. During my long medical career, both as an Emergency Physician, and as a 
Dermatologist, I have found that rashes, and particularly inflammatory tinea (ringworm) were a 
particularly common and often stubborn problem to treat Such rashes respond to topical anti- 
fungals, but in a very slow fashion. It can take up to 4-6 weeks for these rashes to clear and for 
the patient to be symptom free. Even as the rash fades, the patient Is still often bothered by 
intense, unremitting itching, burning and discomfort. There was, and is a product, Lotrisone, 
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wJhich was developed to both treat the tinea, as well as the accompanying inflammation and 
itching, which were often, the main reasons that the patient sought medical attention. Lotrisouc 
was a combination of anti-fungal clotrimazole with a high potency corticosteroid, betamethasone 
dipropionale. This drug was effective in clearing the tinea, as well as rapidly decreasing the 
itching, which without the steroid, would normally last up to several weeks. With Lotrisonc, 
however, the itching component would often disappear within days* making the patient more 
comfortable. The problem with Lotrisone, however, was that the steroid was too potent to be 
used safely onthto skinned area of the body, and thus often caused stretch murks, thinning of the 
g1f?n, as well as other changes. 

3. Because of my many years of experience both as an Emergency Room Physician, and 
as a Dermatologist, I saw the need for a preparation which would address both the fungal 
infection, as well as the intense itching and inflammation associated with the fungal infection- 
While others thought that perhaps slightly lower potency or even higher potency steroids would 
be acceptable, I felt that any steroid other than those safe for use on the face and other thin 
skinned area would not be appropriate. Of course, there was the risk that lower potency steroids 
would not be effective. I began using anti-fungal preparations in conjunction with low potency 
topical steroids on my patients with inflammatory tinea, and found that in fact such preparations 
were both safe and effective. They shortened the time to clearing of the fungus, and they 
dramatically decreased the symptoms of redness and especially itching, ft would have been 
unethical to compare the type of products that I used with compounds using stronger, more 
potent steroids, as there would be the real risk of major untoward side effects. 
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4. "I have developed a formulation that rapidly clears both their fungus, and their 

associated symptoms of itching and inflammation. This is farther demonstrated by studies 

conducted using topical compositions containing a combination of an antifungal agent in 

combination with a low to mid potency anti-inflammatory steroid in the treatment of fungal 

diseases and their related inflammation, especially for conditions such as tinea cruris, 

mteitrigjnous dermatitis, and tinea corporis. 

5. Case Report 

Patient! OS, 74 y.o. White male 

History of Present Illness ; Long standing recurrent tmea cruris of inguinal folds. 
Initial Treatment: None 

Physical Examination: Erythema with scale in inguinal folds. 
Diagnosis : Tinea Cruris 

Treatment : Clotrimazole 1 % cream with alclomeiasone dipropionate 0.05% cream applied twice 
daily. 

Results : Complete clearing after several weeks of usage. 

6. Case Report 
Patieg t B/T. 72 y.o. White female 

Histomof Present Tllne&s : Several days of pruritic inflamed eruption beneath right breast, 
Ptfrt Treatment- None 

Physical Examination: Erythematous dermatitis beneath right breast 
Diagnosis: Intertriginous Dermatitis. 
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Treatment: Oxicanozole cream 1% with Hydrocortisone cream 2!4% applied twice daily. 
Results: Mariced clearing at seven days. 

7. Case Report 
Patient: D.E. 52 y,0. White male. 

History of Present Illness: Two months of very pruritic eruption begBimng on left foot, 
spreading to right hand. 
Initial Treatment: None 

Physical Examination : Well-defined, annular, scaly, erythematous, inflamed eruption on dorsum 
surface left foot, with similar plaque on right hand. 
niftprifviis- Tinea Corporis 

Treatment ! Econazole cream l%wilh fluocinaloae acetonide cream 0.01% applied twice daily. 
Result^ Marked decrease of pmrims within 3 days. Eruption essentially cleared at 3 weeks. 

8. Case Report 
Patient: MB. 61 y.o. White male 

History of Pre sent Illness: Eruption of lower legs Of several months duration. Known history of 
"tinea.'* 

Prior Treatment : None 

Efogigg] PvamitBrtinn: Plaques of annular dermatitis of lower legs, right gwater than left. 1 0 
toenail onychomycosis. 

niap nnsis: Tinea corporis, with tinea pedis and onychomycosis. 
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Treatment : Econazole cream 1% with alclometasone dipropionate 0.05%, applied twice daily, 
Results : Marked clearing at 3 weeks, but with some residual eczemalous changes still present. 

9. Case Report 

Patient : R.B. 62-year old white male. 

History of Present Illness . Eruption began on right lower leg in mid- August. No response to 
topical steroids. 

Physical Examination : Raised annular eruption on right lower leg. 

Laboratory . Biopsy on September 26, 2005 revealed hypersensitivity reaction. 

Additional Treatment . High potency steroids again prescribed without effect. 

Additional laboratory Test , Special stains revealed inflammatory tinea. 

Treatment : Application twice daily of desonide cream and clotrimazole cream together resulted 

in essentially complete clearing within two weeks, 

10. In summary, oxicanozole cream 1% with hydrocortisone cream 2Vz% applied twice 
daily and econazole cream 1% with fluocinalone acetonide cream 0.01% applied twice daily 
resulted in marked clearing of pruritus and the eruption at 3 weeks. Clotrimazole 1% cream with 
acalmetasone dipropionate 0.05% cream applied twice daily was effective in completely clearing 
long standing recurrent tinea cruris, after several weeks of usage. Econazole cream 1% with 
alclometasone dipropionate 0.05% applied twice daily resulted in marked clearing of eruption in 
a patient with a history of tinea. 

1 1. The compositions used in the examples above have advantages over other 
compositions which contain very potent steroids such as betamethasone and dexamethasone 
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. (see Goodman and GilnutfTs The Pharmacological Basis of Therapeutics, 9 th edition^ 1996, 
pl466 f attached) associated with severe rfde effects. It is widesitabte to use mid-potency or 
higher potency steroids for topical treatment for extended periods of time because of associated 
risks. The compositions exemplified above employ low potency, Class d steroids (see attached 
potency chart of steroids listed by the National Psoriasis Foundation), i.e. fluocinalone acetonide, 
alclometasone dipropionate > desonide, and hydrocortisone 2 Other commercialized products 
have utilized only 1 % hydrocortisone,, which is too low in potency to have significant anti- 
inflammatory properties. We utilize prescription strength steroids that are safe for all parts of the 
skin* are safe for extended periods of use, hut have superior potency as compared to OTC 
products. 
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12. 1 declare that all statements made herein of my own knowledge and belief we true 
and that all statements made on information and belief are believed to be true, and further, that 
the statements are made with the knowledge that willful false statements are punishable by fine 
or imprisonment, or both, under section 1001 of Title 18 of the United States Code, and that such 
willful false statements may jeopardise the validity of the application or any patent issuing 
thereon. 
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1466 

Corticosteroids are grouped according to their relative 
potencies in Na* retention, effects on carbohydrate 
metabolism {jLe„ hepatic deposition of glycogen and 
gluconeogenesis), and antiinflammatory effects. In 
general, potencies of steroids as judged by their ability to 
sustain life in the adrenalectomized animal closely parallel 
those determined for Na + retention. Potencies based on 
effects on- glucose metabolism closely parallel those for 
antunflarnmatory effects. The effects on Na + retention 
and the carbohydi^/antiinflainmatory actions are not 
closely related. Based on these differential potencies, 
the corticosteroids traditionally are divided into 
mineralocorticoids and glucocorticoids. Estimates of 
^potencies of representative steroids in these actions are 
listed in Table 59-2. It should be kept in mind* however, 
that a number of steroids that are predominantly classified 
as glucocorticoids, such as Cortisol and prednisone, also 
possess modest but significant imneralocorticbid activity, 
Clinically significant changes in fluid and electrolyte 
handling can result from the mineralocorticoid effects 
of these "glucocorticoids" In contrast* aldosterone is 
exceedingly potent with respect to Na* retention but 
has only modest potency for effects on carbohydrate 
metabolism. At normal rates of secretion by the adrenal 
cortex or in doses that maximally affect electrolyte balance, 
aldosterone has no significant glucocorticoid activity and 
thus acts as a pure mineralocorticoid. 

General Mechanisms for Corticosteroid Effects. Cor- 
ticosteroids interact with specific receptor proteins in tar- 



get tissues to regulate the expression of corticosteroid-re- 
sponsfve genes, thereby changing the levels and array of 
proteins synthesized by the various target tissues (see Fig- 
ure 59-5). As a consequence of the time required for 
changes in gene expression and protein .syntrjesi^ most 
effects of corticosteroids are not immediate, but become 
apparent after several hours. This fact is of clinical sig- 
nificance, because a delay generally is seen before bene- 
ficial effects of corticosteroid therapy become manifest 
Although corticosteroids predominantly act to increase ex- 
pression of target genes, there are well-documented ex* 
amples where glucocorticoids decrease transcription of 
target genes, as discussed below. In contrast to these ge- 
nomic effects, recent studies have raised the possibility 
that some actions of corticosteroids are immediate and are 
mediated by merribrane-bound receptors (Wehling, 1994). 

Through the use of molecular biologic approaches, the recep- 
tors for the corticosteroid hormones have been cloned and their struc- 
tures determined These receptors are members of a supeifamily of 
structurally related proteins, the nuclear receptors, chat transduce the 
effects of a diverse array of small, hydrophobic Ugands, including 
the steroid hormones, thyroid hormone, vitamin D T and retinoids 
(M$ugelsdorf ct al> 1994), These receptors share two highly con- 
served domains: a region of approximately 70 amino acids forming 
two zinc-binding domains, termed zinc-fingers, that are essential for 
the interaction of the receptor with specific DNA sequences, and a 
region at the carboxy terminus thai interacts with ligand (the ligand- 
binding domain). Removal of the ligand-btnding domain from the 
glucocorticoid receptor leads to its constitutive activation (ie., acti- 
vation in the absence of ligand), suggesting that the glucocorticoids 
activate their receptor by relieving the inhibitory influence of the car- 
boxy-terminal region. 



Table 59-2 



Relative Potencies and Equivalent Doses of Representative Corticosteroids 




ANTI- 










INFLAMMATORY 


OT + -RETAINING 


DUttATtON OF 


EQUIVALENT 


COMPOUND 


POTENCY 


POTENCY 


ACTION* 


DOSE 1 ", mg 


Cortisol 


1 


1 


s 


20 


Cortisone 


0,8 


0.8 


s 


25 


Fludrocortisone 


10 


125 


s 


* 


Prednisone 


4 


0,8 


I 


5 


Prednisolone 


4 


0.8 


I 


5 


6a-methylprednisolone 


5 


0.5 


I 


4 


Triamcinolone 


5 


0 


I 


4 


Betamethasone 


25 


0 


L 


0.75 


Dexarnethasone 


25 


0 


L 


0.75 



* S, short (£.£., 8-12 how biological half-life); I, inierrriediare (£.*„ 12-36 hour biological half-life); U long 36^-72 hour biological half-life), 
t These dose relationships apply only to oral or intravenous adrniiustration, as glucocorticoid potencies may differ greatly following intramuscular or 

intraarticular administration. 
$ This agent Is not used for glucocorticoid effects. 
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Topical steroids , 

Potencies of topical steroids 



Topical steroid medications come in various strengths, ranging from very strong, or superpotent ( 
very weak, or least potent (Class 7). Once a person has stopped responding to a steroid of a par 
strength or potency, rt is unlikely he or she will respond to any brand of steroid at an equal or low 
unless an extended period of time has elapsed. The potency chart below provides the potencies 
of steroid medications used to treat psoriasis. 

Generally, the stronger the steroid, the more effective it is in clearing psoriasis, but the risk of srdi 
also greater. The base, or formulation, of a steroid medication can also influence how much med 
penetrates the tissue. Steroids come in a variety of bases, such as creams, ointments, gels, spra 
solutions, lotions, foam and tape. 

Potency chart 

The following potency chart categorizes brand-name topical steroid medications along with the r* 
corresponding generic drug. The list positrons these medications according to their potency. The 
be comprehensive. 



BRAND NAME 


GENERIC NAME 


CLASS 1 - Superpotent 


Clobex Lotion, 0,05% 


Clobetasol propionate 


Cormax Cream/Solution, 0.05% 


Clobetasol propionate 


Diprolene Gel/Ointment, 0.05% 


Betamethasone dipropionate 


Olux Foam, 0.05% 


Clobetasol propionate 


Psorcon Ointment, 0.05% 


Diflorasone diacetate 


Temovate Cream/Ointment/Solution, 0.05% 


Clobetasol propionate 


Uttravate Cream/Ointment, 0,05% 


Haiobetasol propionate 


CLASS 2 - Potent 


Cyclocort Ointment, 0.1% 


Amctnonide 


Diprolene Cream AF, 0.05% 


Betamethasone dipropionate 


Diprosone Ointment, 0.05% 


Betamethasone dipropionate 


Elocon Ointment, 0.1% 


Mornetasone furoate 


Florone Ointment, 0.05% 


Diflorasone diacetate 


Halog Ointment/Cream, 0.1% 


Halcinonide 
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Lidex Cream/Gel/Ointment, 0.05% 


Fluocrnonide 


MaxrfJor Ointment, 0.05% 


Diflorasone diacetate 


Maxivate Ointment, 0.05% 


Betamethasone dipropionate 


Psoreon Cream 0.05% 


Drflorasone diacetate 


Topicort Cream/Ointment, 0.25% 


Desoximetasone 


Topicort Gel, 0.05% 


Desoximetasone 


CLASS 3 - Upper Mid-Strength 


Aristocort A Ointment, 0.1% 


Triamcinolone acetonide 


Cutivate Ointment, 0.005% 


Fluticasone propionate 


Cydocort Cream/Lotion, 0.1% 


Amcinonide 


DIprosone Cream, 0.05% 


Betamethasone dipropionate 


Florone Cream, 0.05% 


Diflorasone diacetate 


Lidex-E Cream, 0.05% 


Fluocinonide 


Luxiq Foam, 0.12% 


Betamethasone valerate 


Maxiflor Cream T 0.05% 


Diflorasone diacetate 


Maxivate Cream/Lotion, 0.05% 


Betamethasone dipropionate 


Topicort Cream, 0.05% 


Desoximetasone 


Valisone Ointment, 0.1% 


Betamethasone valerate 


CLASS 4 -Mid -Strength 


Aristocort Cream, 0.1% 


Triamcinolone acetonide 


Cordran Ointment. 0 05% 


Flurandrenolide 


Derma-Smoothe/FS Oil, 0.01% 


Fluocinolone acetonide 


Elocon Cream, 0.1% 


Mometasone furoate 


Kenalog Cream/Ointment/Spray, 0.1% 


Triamcinolone acetonide 


Synalar Ointment, 0.025% 


Fluocinolone acetonide 


Uticort Gel, 0.025% 


Betamethasone benzoate 


Westcort Ointment. 0.2% 


Hydrocortisone valerate 


CLASS 5 - Lower Mid-Strength 


Cordran Cream/Lotion/Tape, 0.05% 


Flurandrenolide 


Cutivate Cream, 0,05% 


Fluticasone propionate 


DermAtop Cream, 0.1% 


Prednicarbate 


DesOwen Ointment, 0.05% 


Desonide J 


Diprosone Lotion, 0.05% 


Betamethasone dipropionate 


Kenalog Lotion, 0.1% 


Triamcinolone acetonide 


Locoid Cream, 0.1% 


Hydrocortisone butyrate S 
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Pandel Cream 0.1% 


Hydrocortisone probutate *s 


Synalar Cream. 0.025% 


Fluocinolone acetonide *x 


Uticort Cream/Lotion, 0.025% 


Betamethasone b^nzoate 


Valisone Cream/Ointment. 0.1% 


Betamethasone valerate /" 


Westcort Cream. 0.2% 


Hydrocortisone valerate J 


CLASS 6 - Mild 


Aclovate Cream/Ointment. 0.05% 


Atclometasone dipropionate ^/ 


DesOwen Cream, 0.05% 


Desonide ^/ 


Synalar Cream/Solution, 0.01% 


Fluocinolone acetonide J 


Tridesilon Cream, 0.05% 


Desonide 


Valisone Lotion, 0.1% 


Betamethasone valerate J 


CLASS 7 • Least Potent 


Toplcals with hydrocortisone, dexamethasone. methylprednisolone and prednisolone 



Updated July 2004 
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